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AB An improved process for the preparation of 3 -substituted-4-oxo-6 , 7- 

dihydroindole (2, 3 -a) quinolizine derivs . I [R = H] comprises: reacting 
l-methyl-3,4-dihydro-p-carboline (II) with di-Me 

(methoxymethylene)malonate, MeOCH: C (C02Me) 2 , in an ale. at a temperature in the 

range of 0°C to 60 °C for a time in the range of 8 to 24 h to 

give 3-carbomethoxy-4-oxo-6,7-dihydroindole(2,3-a)quinolizine [I; R = 

OMe] , treating I (R = OMe) with hydrazine hydrate in DMF at a temperature in 

the 

range of 80 to 200°C for a period in the range of 2 to 6 h, 
recovering the solids in pyridine and treating with p-toluenesulphenyl 
chloride at a temperature in the range of 30 to 60°C for a period in the 
range of 2-6 h, recovering the 3 -substituted-4 -oxo-6 , 7-dihydroindole (2 , 3- 
a) quinolizine derivs. (tosylhydrazide) I [R = NHNHS02C7H7] reacting I [R = 
NHNHS02C7H7] with ethylene glycol, alkali carbonate and powdered glass at a 
temperature in the range of 150 °C to 250 °C for a period in the 
range of 10 min to 1 h, recovering the 3-substituted-4-oxo-6 , 7- 
dihydroindole (2, 3 -a) quinolizine derivs. I [R = H] and if desired purifying 
by conventional chromatog. methods. 
IT 204315-77-5P, N- (4 -Oxodi hydro indolo [2 , 3 -a] quinolizine-3 -carboxoyl) - 
N • -tosylhydrazide 

RL: RCT (Reactant) / SPN (Synthetic preparation); PREP (Preparation); RACT 
(Reactant or reagent) 
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RN 406192-59-4 CAPLUS 

CN lH-Indole-2-carboxylic acid, 7-chloro-, 2- (phenyl sulfonyl) hydrazide (9CI) 
(CA INDEX NAME) 




RN 406192-60-7 CAPLUS 

CN lH-Indole-2-carboxylic acid, 5-methyl-, 2 - (phenyl sulfonyl) hydrazide (9CI) 
(CA INDEX NAME) 




RN 406192-61-8 CAPLUS 

CN lH-Indole-2-carboxylic acid, 5-methyl-, 2-[[2- 

(trifluoromethyl) phenyl] sulfonyl] hydrazide (9CI) (CA INDEX NAME) 
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refluxed 3 hrs., the filtrate evaporated to dryness, the aqueous solution 
extracted with 

ether to remove BzOH, treated with 4 N iodine in KI, heated to boiling, 

and brought to pH 5 with NH40H, give 88% crude disulfide, 

S(C6H4CH2CH(NH2)C02H] 2; reduction with Zn in 5 N HC1 gives 

p- (p-mercaptophenyl) alanine, whose HC1 salt (with 2 mols. H20) 

decompose 222°. 3-Thianaphthenecarbonyl chloride (6.3 g.) in 30 cc . 

xylene, refluxed 4 hrs . with 3 g. 5% Pd-BaS04 in a stream of H, gives 

42.5% 3-thianaphthenecarboxaldehyde (XII), m. 54°. Me 

3-thianaphthenecarboxylate (15 g.) and 9 cc. 90% N2H4.H20 in 37.5 cc. 

EtOH, refluxed 8 hrs., give 68% 3-thianaphthenecarboxyhydrazide, m. 

176-7°; the p-tolylsulfonyl derivative (XIII), m. 201-3°, 94%; 

3.1 g. XIII in 15 cc. (CH20H) 2 at 160°, treated with 0.96 g. anhydrous 

Na2C03, gives 63% XII; 0.7 g. XII, 1 g. Na hippurate, and 2.5 cc . Ac20, 

heated 30 min. at 100°, give 2 -phenyl-4 - (3 -thianaphthenylmethylene) - 

5 (4H) -oxazolone (XIV), yellow, m. 219-20°; 0.8 g. XIV, 0.1 cc . HI, 

0.2 g. red P, and 4.5 cc. AcOH, refluxed 1 hr., give 87% of the N-Bz 

derivative, m. 226-8°, of (3- (3- thianaphthenyl) alanine (XV), m. 

248-50° (decomposition) . None of the above-mentioned NH2 acids 

inhibited the growth of Staphylococcus aureus or Escherichia coli in broth 

up to the limit of their solubility Against Streptococcus hemolyticus in 

broth, XV inhibited growth at a dilution of 1 in 20,000; the other acids were 

very weakly active. VIA has a slight tuberculostatic action in vitro, but 

is less effective than (p-H2NC6H4) 2S02 . 

IT 860257-51-8, Hydrazine, 1- (3 -thianaphthenylcarbonyl ) -2-p- 
tolylsulf onyl - 

(preparation of) 

RN 860257-51-8 CAPLUS 

CN Hydrazine, 1- (3 -thianaphthenylcarbonyl) -2 -p-tolylsulfonyl - (SCI) (CA 
INDEX NAME) 
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New therapeutic agents of the quinoline series. 
Introduction and IV. Lutidylquinolines 
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The 7 possible lutidyl compds . have been synthesized by independent 
methods. The 2 main routes were subjection of quinolinecarboxaldehydes to 
the Hantzsch synthesis and the preparation of lutidylanilines and their 
conversion into lutidylquinolines by the Skraup reaction. 
2-Quinolinecarboxaldehyde (3 g.) and 5 g. MeC(NH2) :CHC02Et, heated for 3 
h. on a steam bath, give 2.36 g. of Et 4- (2 -quinolyl) -2 , 6-dimethyldihydro- 
3, 5-pyridinedicarboxylate (I), m. 190°; prolonged heating 
apparently gives di-2-quinolylglyoxal, m. 159°. I (5 g.) and 40 
cc. 2 N HN03, heated to boiling for 15 min., give Et 4- (2-quinolyl) -2 , 6- 
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dimethyl -3, 5 -pyridinedicarboxylate (II), m. 91°; 1.5 g. of the 

ester, refluxed with 3.5 g. KOH in 10 cc. EtOH, the K salt transformed 

into the Ag salt and heated at 300-400°/l5 min. , gives 0.2 g. of 

2 -lut idyl qui no line, m. 135° (picrate, m. 230° (decomposition)). 

Et 3-quinolinecarboxylate (17 g.) and 12-g. 50% N2H4.H20, refluxed 4 h. , 

give 12.5 g. of 3 -quinolinecarboxyhydrazide, m. 190°; 

p-tolylsulf onyl derivative (21-g. yield), m. 232° (decomposition); heating 
20 g. with 20 g. Na2C03 in 100 cc. (CH20H)2 at 160° for 3 min. 
gives 3 g. of 3-quinolinecarboxaldehyde (III), m. 70°. Ill (1.8 
g.), 3.24 g. AcCH2C02Et and 7 cc. 3% EtOH-NH3 , heated 7 h. at 100°, 
give 79% of the (3-quinolyl) isomer of I, m. 193° ; 2 N HN03 gives 
the (3-quinolyl) isomer of II, m. 77°; 4-lutidylquinoline, m. 
100°. 4-Quinolinecarboxaldehyde (0.2 g.) and 0.4 g. 
MeC(NH2) :CHC02Et, heated 2 h. at 100°, give 0.2 g. of the 
(4-quinolyl) isomer of I, m. 200°; (4-quinolyl) isomer of II, m. 
122°; 4-lutidylquinoline, m. 122° (58% yield) . Et 
5-quinolinecarboxylate, bl5 190-2°, m. 10°; the hydrazide m. 
169° and the p-tolylsulf onyl derivative m. 200°; 25 g. of the 
last gives 1.5 g. of 5-quinolinecarboxaldehyde, m. 96°. The 
(5-quinolyl) isomer of I m. 201° (52% yield) and that of II m. 
79°; 5-lutidylquinoline, m. 151° (54% yield) (picrate, 
yellow, m. 231-4°). Et 4-(p - nitrophenyl) - 2,6 - di-Me - 3,5 - 
pyridinedicarboxylate (IV), in 20 g. yield from 22 g. of the dihydro 
derivative and 2 N HN03, pale yellow, m. 115°; Sn and HCl give 95% of 
the NH2 derivative, yellow, m. 145°; hydrolysis and purification through the 
Ag salt give the free acid, yellow, m. above 360°; heated with Cu 
powder in a high vacuum, it yields 4 - (p-aminophenyl) -2 , 6-dimethylpyridine 
(V), m. 131°; 16 g. of the acid and 30 g. Cu gave 63% of V; in the 
Skraup reaction V gives 71% of 6-lutidylquinoline , bl5 220-30°, m. 
84° (picrate, m. 224-5°). Et 4 -phenyl-2 , 6-dimethyl-3 , 5- 

pyridinedicarboxylate (85 g.), added slowly to 150 cc . concentrated H2S04 at 
-20° and treated dropwise with 40 cc . HN03 (d. 1.4), gives 60% of 
IV. Et 6-quinolinecarboxylate (40 g.) gives 35 g. of the hydrazide, m. 
188°, which forms a p-tolylsulf onyl derivative, m. 218° 
(decomposition); this gives 45% of 6-quinolinecarboxaldehyde, m. 72°; 
0.2 g. yields 0.33 g. of the (6-quinolyl) isomer of I, m. 209°; the 
isomer of II m. 97°; the Ag salt yields 6-lutidylquinoline. The 
nitrosoacylamine from 5-acetamidoquinoline and 2,6-lutidine at 60° 
give, on fractionation of the picrates from AcOH, 6- (2 , 6-dimethyl-3- 
pyridyl) quinoline, ,m. 68° (picrate, yellow, m. 243° 
(decomposition begins at 230°)). (m-Aminophenyl) lutidine and 
m-02NC6H4S03Na in the Skraup reaction give 7 -lutidylquinoline, m. 
120-2° (picrate, m. 223°), and the 5-isomer, m. 151° 

(picrate, m. 231-4°), separated by crystallization of the picrates from AcOH. 
Et 8-quinolinecarboxylate, bl3 194-7°, m. 45°; the 

hydrazide, m. 99°, forms a p-tolylsulf onyl derivative, pale yellow, m. 
187°; this yields 25% of 8-quinolinecarboxaldehyde; the 
(8-quinolyl) isomer of I, orange, m. 161°; the isomer of II m. 
80°; 8-lutidylquinoline. m. 132°. 

IT 406192-08-3, Hydrazine, 1- [3 -quinolylcarbonyl] -2 -p-tolylsulf onyl - 
858784-66-4, Hydrazine, 1- [8 -quinolylcarbonyl] -2 -p-tolylsulf onyl - 
858784-67-5, Hydrazine, 1- [6 -quinolylcarbonyl] -2 -p-tolylsulf onyl- 
858784-68-6, Hydrazine, 1- [5 -quinolylcarbonyl] -2 -p-tolylsulf onyl - 
(preparation of) 

RN 406192-08-3 CAPLUS 

CN 3-Quinolinecarboxylic acid, 2 -[ (4 -methylphenyl) sulf onyl] hydrazide (9CI) 
(CA INDEX NAME) 
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RN 858784-66-4 CAPLUS 

CN Hydrazine, 1- [8-quinolylcarbonyl] -2-p-tolylsulf onyl- (4CI) (CA INDEX 
NAME) 




RN 858784-67-5 CAPLUS 

CN Hydrazine, 1- [6-quinolylcarbonyl] -2 -p-tolylsulf onyl- (4CI) (CA INDEX 
NAME) 
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RN 858784-68-6 CAPLUS 

CN Hydrazine, 1- [5 -quinolylcarbonyl] -2 -p-tolylsulf onyl- (4CI) (CA INDEX 
NAME) 
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AB Aldehydes can be obtained by warming benzenesulf onylacylhydrazines with 
alkali: RCONHNHS02Ph -> PhS02K + [RCON :NH] -> RCHO + N2 ; the 
following yields are reported: benzoic 73-4, p-chlorobenzoic 77, 
o-hydroxybenzoic 42-55, p-methoxybenzoic 77, 3 , 4 -methylenedioxybenzoic 87, 
m-nitrobenzoic 42%; p-nitrobenzoic , cinnamic, acetic, isobutyric and 
diphenylacetic, 0. This type of reaction can also be used in the 
replacement by H of a reactive halogen atom in the C6H6 ring. Me 
piperonylate (5 g.) and N2H4.H20 in EtOH give 4.6 g. piperonylhydrazine, 
m. 171-2°. The benzenesulf onylacylhydrazines were prepared by 1 of 2 
methods: RC02Et -> RCONHNH2 (+PhS02Cl) or RCOC1 (+PhS02NHNH2 ) : 
o-hydroxybenzoyl, m. 161-2°; p-methoxybenzoyl, m. 187-9°; 
3, 4-methylenedioxybenzoyl, m. 166-8°; m-nitrobenzoyl , m. 
222-3°; isobutyryl m. 156-8°; diphenylacetyl , m. 
191-3°; 2, 5-dichlorobenzenesulf onylacylhydrazines : benzoyl, m. 
186-8°; p-chlorobenzoyl, m. 235-7°; o-hydroxybenzoyl, m. 
229-30°. The decomposition was carried out in glycol; the quantity of 
solvent had little effect on the yield; Na2C03 gave slightly better 
results than the K salt; the optimum temperature was about 160°; 
considerable excess of alkali was necessary. Benzensulf onyl-2 • , 4 * - 
dinitrophenylhydrazine, lemon-yellow, m. 196-8° (decomposition) ; 
decomposition with alkali gives 70% of m-C6H4 (N02) 2 ; the 2 ' , 4 ' , 6 * -tri-N02 
analog, lemon-yellow, m. 210-20° (decomposition); 9 g. gives 3 g. 
1, 3, 5-C6H3 (N02) 3 . 

IT 406190-94-1, Hydrazine, a- (3 , 4-methylenedioxybenzoyl) -(3- 
(phenylsulfonyl) - 
(preparation of) 

RN 406190-94-1 CAPLUS 

CN 1, 3-Benzodioxole-5-carboxylic acid, 2 - (phenyl sulfonyl) hydrazide (9CI) (CA 
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